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PPARaSV'PPARrClitlS 

) <d <xrv y iznt zmnfe&toK t. Lx%mztitzmMmc o a 
■ fti^f^ogiai? ffiatz&KDmmio ^rfmmmc o a^^-x 

"WU** v \Z-A*iJ13ltiSttfb§&<* (PPAR) iiC^Jgfll© 

V K * 5 > D * 'J #> K tt5SErtSSftC7-/<-7 t K V-CD 
thfcOTf* 5 (Keller H. £ : Trends Endocrinol Metab (1993) 4, 
291-296) o cnitPPARtLtliaS, rS.SlFdi) ©3 

RftoTKi (Braissant 0. £ : Endocrinology ( 1996) 137, 
354-366) o PPARattffI, WI, <l> JK & £ CD fli JK i? CD 1Mb fig 
*CDg^jja»lCi^|g31L-r l^, PPARr(i7D^-^-CDii 
ftfc £ D N5t5S««A*JI* S 2i07>fV7t-Atl/tPPARr 
UPPA'Rr2C2»?ni. P P A R y 1 ttfct««Jl£IS&IE 
11:. PPARr 2tt±{CJlJ!»«i«UzSKK:«3SLT^So PP 
A R tf til£ LT^ So 

p p ar a (Dffl®mz&&.t z>t * c o a v>*-*\ 

= Mi>KiJ7'(C#S-r-2,Z^;i/CoA7 : tKo>r^-Hf^HMG 
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- C o A if > * - au c ^^**'>V-Ai:$St57'>;i/C o 
A* ft £©J!B«R^b*KH41-S*-»*©7D*-*-- 
^l m t IS a f 3 ( Schoonjans K. & : J Lipid Res ( 1996 ) 37, 
907-925) o P P A R a KlitT * *® & P P A R a liUlffitt 
IfCx^j^-Ifl, BP ^ IFF US (3 £ It %mm®.(DWLibRT?>T h > 
ft<a£jft{CEgftfSfJ£fioT^3£#;l£*i _ C^ 6(Kersten S. 
fc: J Clin Invest (1999) 103, 1489-1498) 0 

-77, P P A R r 2 &IiJM)!§©5Mb§$#t3^ < Ibot^K 
fc#*ne>ftT^5 (Forman BM et al: Cell ( 1995) 83, 803-812) » 
r □ y U * V > , □ v ^ U * V > ( BRL-49, 653) Rift*?*)* V 

'J >ffifiite£$?l&1-£ fc^3J. = -*ftttffl*****rU^* 
^72SiSir&iIt-*5i ! , fti?>©lftliPPARr ■* 

(;Jtt573-^ htifc^C hA s B^f ) AM:^nt( Lehmann JM et al : *.' 
J Biol Chem (1995) 270, 12953-12956) , PPARr»SftC*tt - 

U PPAR<?©«l!6ttaS^7S£l£^T&g;&«k<»oT^ 
±^©d: 5 PPARCMt57J-XM:li^J^ i ;>M«E, 

# PPARC^t57J-^ htfe^C S (Forman 

BM <o: Proc Natl Acad Sci USA (1997) 94, 4312-4317) . 
-73\ PPARCWt5if»I^7>a'J = ^H:^^ttt, 

li^£»£*iT^ft^©#3!tfc-T:fcSo fc-f friz, 2, 

^ D V > S^tf PPARy©7>^3'-^ h tbXftlbti 

X lr*3fc:af ft ^(OberfieldJ.L.?, :Proc Natl Acad Sci USA ( 1999) 
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96,6102-6106.) 0 

p p a r y <dt u=.x v (Dmmt LTttfitKam^cDiSffl 

TTsZtlX ^ 3 (W097/10813) % T>^n-^ hifffl^ECIilo 
$ P P AR a©(5ISt)S& £ i^ttT > * n-^ Mliot 

cft£T-^&£^teft@Mff© + £:fc^T£;L£ PPARr 

fc&BJJCD B Wtt N PPARaltTtPPARrCWtilSftS 

riff «t4©s^E lis* *j«i-f<5 £ 1 1?*> *o 

« © N 

**6BJ3#6tts <f 'J >«tft£ P PAR © II 

SII©J!§Jifi& CoA fti^fiKttfP PARattfCPPAR 

BP *> , PPARaatFPPARri:Mt5ra7;i/7^=7 Ft 
&£KRP-297 (Murakami K 6 : Diabetes (1998) 47, 1841-1847) 

oAf*x7fA/#PPARaai) c PPARrO l J*> KflUKCA 
S tc, PPARaS PPARr© 'Jif^Fll^fn-f K 1/ 

•br^- 37^^-^-(src-i )cD«£»?&fifcfiBfc:*r uj»jw 

ICo Af-tf x*^;M±ffi*ft£*J£*S£iStt£RI£ bfco c tU- 
ck ») , iBftSC oAf tx^f;i/« PPARaS PPARr© PI 
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mm n x $> z> z t z m tc l tz 0 

J; *UiJiJK& C oAf tx7f;i/$PPARal^CP 

p a r r (c*f-r ^pis^ik* s ^«7>^ hi: txmmmm 
(Dmm. wm^&tt bx&mt z z tvx $^mx& z 0 

;K ^ ;u ^ h -f ;u , ^ r- t □ >f ;i/ , * iw ;k 'J y 1/ * -r ;k 7 5 

* k -)iT'$> zmrnm. c o A^^-x^^;u^g^tij^(3^ffl x 

J f; P P A R r lC*ff SPS«$!lf h LtlJRiltf ;'J7KJ^ 

St:li, HWiCo Af ti^f;K©fe©SEHSfcltfflo 
5 z i: *> qjigT-^ So H co # f? £: Ltli> 

1) PPARa7>^J-7 htltCSffl 

jH$^h7«> F-i/Zit&Z ZZ ttmztlX^Zo ilitt^rh 

t * v^;!/*!^, fK£>7-fe h >^£M1" 3 (Keller U 
<=>: Diabetologia (1986) 29, 7-77) „ P P A R a (iffFHtC £ ^ 

PPARa7>^^-^ M*-?*l£ C £#T- 

2) PPARr J:lt07>^^-7 hi: Ut©^« 

PAR 7&J!i®5^8§©#fb£Ml!&f§fM£ISoTV^£o UPg^ P 
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ftitmmttm lt& d , nsj!»«BJ!a©»-?>ffij!)5M»©s** it ad 

£ #IB££ftT ^ -5 (Piet De Vos 6 : J CI in Invest ( 1996) 

98, 1004-1009) o ^7v 'j v > *j * > m&&izmmm &mm t lt 

flB»£3&fttS*I«6i4fcfe«;*ft-C^So JJtflEfi t Lt 

£J:»)ffiT1-SC: fc*«££ftT^3( Zhang E ^ : J Biol Chem ( 1996) 
271, 9455-9459) . Z tl b <D H Jk e> , PPARr7>*J=7h 

(ifliiBifflsa©^fb^ffli$ij-r 5 z 1 1 mm iz u r ? >cd %m is s<)i % 

*JS0|J 1. PPARaiiPPARy t:«t £tt£gg<Z>8!£ : 

PPARai:PPARri:^t5f a7^7i-x h-e^5KR 
P - 2 9 7 © h U =J-t> A *!!$#:( Murakami K £ : Diabetes (1998) 47, 
1841-1847) £ffll,>fc«»*S£fHI£fTofco 6 □ K-<D fc * * j; > 
St HPPARaSVPPARr£D'J*> K££fl(gCD N$*|llft 
(CftJDtfcSa (6x His-hPPARs LBD) * * ft ? ft*g§g K $83! £ -t* % 
= * >T ;u * 5 A \z X m M U fc o 6x His-hPPARs LBD g 6 t 100 
nM[3H]KRP-297 (27Ci/mmol) & 50 mM KC1, 10 mM >>* * * 1/ -f h - 
rt>££tf 50mMTris-HCl «* *(pH7.4)(t>T?KK^b^f» (fllJW&C o 
Af-*x*x;K i^^7S) ®#fiT, *#ttT"C 25*C N 30#H, 
>( > + a^-hLfc 0 -e©^, t7?r>^X G25*7ACtia 
£«£Lfc[3H]KRP-297 £#«U £Kt*i££ > f- 1/ - $/ 3 > 
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jj > * -izxmfebtzo 

P P A R r IZtt* &&£i8&<Dttmnk. UT BRL-49,653 (Will son 
TM £ : J Med Chem ( 1996 ) 39, 665-668) jo «fc l>" 15-7^ * v -A 12 - 
u -7P^^^7>y>J 2 (Cayman Chemical Co.)£^ PPARa 
fC^Tt Zte&ft'&OnWMt LX 8(S)-tFD^ryX^^rh7 
>I£(Cayman Chemical Co.)£ffll^fc 0 

>!CoA, tl/OiCoA, U y-;i/iC o AfccktfT^* K 
>iCoAOf^xXf i^PPARaSlFPPARr©'J*">h' 
tfPlW Lfc(* 1 )o 

C* 1 ] 

ppar *)isy[:£G®mzM+&mmm coa om^ 
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99% 




CoA 
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;U CoA 
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mmm 2 . ppars lbd-src-i ®.£mtmttv>m%. ; 

LXXLL*f--7£ 2 n l^-^tf SRC-1 <D [35S] * f- ;* - £ 



WO 01/21181 PCT/JP99/05217 

7 

in vitro £TH« Ltz (TNT®, 7u*U1t, Madison, WI) 0 ±12 
1tm Ltz 6x His-hPPARs LBD 16$: 50 mM KC1, 1 mHvf t7M 
h-KRV OAX^mmTfr r i > *£tf 50 mMTris-HCl fjfffi$ 
(pH7.4)*-CKIft<b^«!IO#aETx*?¥ffiT-C 4°C, 60 #BB, f > + a 
^-hLfco 2 mg (DVi 6x His (QIAGEN Germany) 

^D*. 4°C, 60 ^P^. OJra^-Mf; 0 5lcF^ic* 20 ml CD 7* 

□ x-'f>G-te77D — 7 ( 7 7 ;i> v T • 7- 7 ft, Sweden) 

£fl[];L, 4°C, 60 frm. O + a^-hLt, M<1> IZT 3 t 

l:t 20% SDS-PAGE, h 7*7 7 4 — tz T [ 35S ] SRC-1 

C cOJgfH, 'J y -MC o Af-tfxXT^UJi PPARaffl'J*'> 
Ft-feS K R P -297*3 'j;-;^ia5SR C-l (Dm£&.Bf& 
$fflHS#SfJl:lIl^fcPPAR7©^> K-C-«>S BRL-49653 
*5 cfc 'J 7-;UK(wct5 S R C-l ©a^^BsK^fflS«c#6<J(CPIg 
Lfc (12). 

[«2] 

PPAR 'J**>Ke^^«i: SRC1 (D«^<*ff^fiei-*fr^ 
fllJfeU CoA Ul^SElg 

thPPARcr thPPARr 
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